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~ The MAILING DATE of this communication appears on the cover sheet with the correspondence address- 

All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included 
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS 
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative 
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308. 

1 . K| This communication is responsive to the reply of October 13, 2010 . 

2. ^ The allowed claim(s) is/are 1,2,4-44,46 and 75 . 

3. ^ Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 1 9(a)-(d) or (f). 

a) ^ All b) □ Some* c) □ None of the: 

1 . Q Certified copies of the priority documents have been received. 

2. Q Certified copies of the priority documents have been received in Application No. . 

3. £3 Copies of the certified copies of the priority documents have been received in this national stage application from the 

International Bureau (PCT Rule 17.2(a)). 
* Certified copies not received: . 

Applicant has THREE MONTHS FROM THE "MAILING DATE" of this communication to file a reply complying with the requirements 
noted below. Failure to timely comply will result in ABANDONMENT of this application. 
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE. 

4. □ A SUBSTITUTE OATH OR DECLARATION must be submitted. Note the attached EXAMINER'S AMENDMENT or NOTICE OF 

INFORMAL PATENT APPLICATION (PTO-152) which gives reason(s) why the oath or declaration is deficient. 

5. □ CORRECTED DRAWINGS ( as "replacement sheets") must be submitted. 

(a) □ including changes required by the Notice of Draftsperson's Patent Drawing Review ( PTO-948) attached 

1) □ hereto or 2) □ to Paper No./Mail Date . 

(b) □ including changes required by the attached Examiner's Amendment / Comment or in the Office action of 

Paper No./Mail Date . 

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings in the front (not the back) of 
each sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d). 
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EXAMINER'S AMENDMENT 

An Examiner's Amendment to the record appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 CFR 
1.312. To ensure consideration of such an amendment, it MUST be submitted no later than the 
payment of the issue fee. 

Authorization for this examiner's amendment was given in a telephone interview with 
Ken Sharpies on February 8, 2011. 

The claims below represent the complete listing of claims . 

1. (Previously Presented) A method of preparing a nucleic acid library, said 
method comprising introducing at least two members of an initial population of 
nucleic acid molecules into at least one cell, wherein members of the initial 
population of nucleic acid molecules comprise two sequence segments, 

(a) wherein all first sequence segments are identical and include at least 
one origin of replication; and, 

(b) wherein the second sequence segment comprises a library of diverse 
expression sequences, wherein each of the diverse expression sequences 

in the library is different and comprises at least one substrate for 
recombination, 

such that recombination of the substrate occurs between at least two members of 
the initial population of nucleic acid molecules, thereby producing a population of 
nucleic acid molecules comprising recombined nucleic acid members. 

2. (Original) The method of claim 1, wherein said recombination is performed by 
e recombination mechanism endogenous to said cell. 

3. (Cancelled) 

4. (Original) The method of claim 1, wherein said recombination is mediated by 
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an endogenous recombinase. 

5. (Original) The method of claim 1, wherein said recombination is at a site 
preselected for recombination. 

6. (Original) The method of claim 5, wherein the site preselected for recombination is a 
recombinase recognition site and the recombination is mediated by a recombinase expressed by 
said cell. 

7. (Original) The method of claim I, wherein said recombination is mediated by a recombinase 
selected from the group consisting of a member of the hin family of recombinase, a member of 
the lambda integrase family, an flp recombinase, a resolvase, a transposon, and a Cre 
recombinase. 

8. (Original) The method of claim 7, wherein said recombinase is selected from the group 
consisting of Cre, hin, gin, pin, cin, and flp. 

9. (Original) The method of claim 5, wherein said site preselected for recombination is a LoxP 
site. 

10. (Previously Presented) The method of claim 1, wherein said substrate for 
recombination comprises: 

(i) a first site recombinase recognition site; and, 

(ii) a second recombinase recognition site different from the first 
recombinase recognition site. 

11. (Original) The method of claim 10, wherein recombination results in the exchange, between 
two members of said nucleic acid population, of the nucleic acid flanked by the first and second 
recombinase recognition sites. 
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12. (Original) The method of claim 10, wherein the first recombinase recognition site is a loxP 
site and the second recombinase recognition site is loxP mutant site. 

13. (Original) The method of claim 12, wherein the IQXP mutant site is loxP 511. 

14. (Original) The method of claim 1, wherein said cell is selected from the group consisting of a 
bacterial cell, a yeast cell, an insect cell, and a mammalian cell. 

15. (Original) The method of claim 14, wherein said bacterial cell is an Escherichia coli cell. 

18. (Original) The method of claim 1, wherein said members of a population of nucleic acid 
molecules are introduced into the cell by transfection. 

17. (Original) The method of claim i, wherein said population of nucleic acid molecules 
comprises at least 10 different members. 

18. (Original) The method of claim 1, wherein said members of a population of nucleic acid 
molecules are contained within infectious particles and are introduced into the cells via infection 
with said infectious particles. 

19. (Original) The method of claim 18, wherein said infectious particles are phage. 

20. (Original) The method of claim 19, wherein said infectious particles are filamentous phage. 

21. (Original) The method of claim 20, wherein the infectious particles are filamentous phage of 
the Ff family. 

22. (Original) The method of claim 18, wherein said infectious particles are phagemids 
containing phagemidic DNA. 
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23. (Original) The method of claim 18, wherein said infectious particles are phagemids derived 
from filamentous phage of the Ff family. 

24. (Original) The method of claim 1, wherein said method further comprises: 
transfecting or infecting one or more cells with members of said population of recombined 
nucleic acid members such that said cells are infected at a multiplicity of infection (moi) of less 
than about 1 . 

25. (Original) The method of claim 24, wherein said further method comprises the packaging of 
members of said nucleic acid library in replicable genetic display packages such that a protein an 
the surface of the replicable display package is encoded by a nucleic acid packaged within the 
display package that is a nucleic acid sequence that varies between members of the nucleic acid 
library. 

26. (Original) The method of claim I, wherein the variable nucleic acid sequence comprising the 
substrate for recombination comprises an expression cassette. 

27. (Original) The method of claim 26, wherein said expression cassette comprises nucleic acid 
sequences encoding one or more polypeptides. 

28. (Original) The method of claim 26, wherein said expression cassette comprises nucleic acid 
sequences- encoding one or more polypeptides and the nucleic acid encoding art least one of said 
polypeptides is flanked by pair of recombinase recognition sites. 

29. (Original) The method of claim 27, wherein said polypeptides are expressed on the surface of 
a phage, a phagemid, or a bacterium. 

30. (Original) The ,method of claim 27, wherein said variable sequence includes nucleic acid 
encoding a first polypeptide chain and a second polypeptide chain from a specific binding pair 
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member such that following recombination said variable sequence encodes binding proteins that: 
are not present in the initial population of nucleic acids. 

31. (Original) The method of claim 30, wherein said first and said second polypeptide are 
antibody polypeptides. 

32. (Original) The method of claim 31, wherein said first and second polypeptide are selected 
from the group consisting of a V H region, a V L region, a V H CDR1, a V H CDR2, a V H CDR3, a 
V L CDR1, a V L CDR2, a V L CDR3, a V H joined to a C H 1, and a V L joined to a C L . 

33. (Original) The method of claim 32, wherein the first polypeptide is a Vh region and the 
second polypeptide is a V L region. 

34. (Previously Presented) The method of claim 30, wherein 

(i) a pair of recombinase recognition sites flank the nucleic acid encoding 
a first polypeptide; and 

(ii) said pair of recombinase recognition sites comprise a first recombinase recognition site and a 
different second recombinase recognition site. 

35. (Original) The method of claim 34, wherein the first recombinase recognition site is a LoxP 
site, and the second recombinase recognition site is a LoxP 511 

site. 

36. (Original) The method of claim 30, wherein the first polypeptide is flanked by a pair of 
recombinase recognition sites and the recognition sites are different from each other. 

37. (Previously Presented) The method of claim 30, wherein (i) the first polypeptide and the 
second polypeptide are each flanked by a pair of recombinase recognition sites; and, 

(if) the recognition sites within each pair are different from each other. 
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38. (Original) The method of claim 36, wherein said loxP sites are selected from the group 
consisting of loxP, loxP 511, and fas loxP. 

39. (Original) The method of claim 29, wherein the members of said library encode a single- 
chain antibody. 

40. (Original) The method of claim 39, in which said antibody fragments are scFv. 

41. (Original) The method of claim 29, wherein the members of said library encode a moiety 
selected from the group consisting of a f ab, an Fv, antibody, a 

Vh dimer, and a Vl dimer. 

42. (Original) The method of claim 29, wherein the members of said library encode an antibody 
in which the antibody V regions are linked by a polypeptide linker comprising a recombinase 
recognition site. 

43. (Previously Presented) The method of claim 42, wherein said recombinase recognition site is 
selected from the group consisting of loxP, a loxP mutant, a recognition site for a hin family 
recombinase, a recognition site for a lambda integrase, a recognition site for an flp recombinase, 
a recognition site for a resolvase, and a recognition site for a transposon. 

44. (Previously Presented) A method according to claim 1, wherein the second sequence segment 
further comprises a selectable marker whereby said selectable marker must be recombined with a 
second selectable marker to become active. 

45. (Cancelled) 

46. (Original) The method of claim 44 wherein said selectable marker is inactive without 
recombination because it is an incomplete selectable maker. 
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47. (Original) The method of claim 44 wherein said selectable marker is located such that it is 
linked to the recombination substrate and ca-transferred with a gene of interest in said 
recombination substrate. 

48 - 92. (Cancelled). 



Reasons for Allowance 

The following is an examiner's statement of reasons for allowance: 

Johnson, nor any other art of record, does not teach or fairly suggest the instantly claimed 

method set forth in Applicants' claims. 

Any comments considered necessary by applicant must be submitted no later than the 

payment of the issue fee and, to avoid processing delays, should preferably accompany the issue 

fee. Such submissions should be clearly labeled "Comments on Statement of Reasons for 

Allowance." 



Conclusions 

If Applicants should amend the claims, a complete and responsive reply will clearly 
identify where support can be found in the disclosure for each amendment. Applicants should 
point to the page and line numbers of the application corresponding to each amendment, and 
provide any statements that might help to identify support for the claimed invention (e.g., if the 
amendment is not supported in ipsis verbis, clarification on the record may be helpful). Should 
Applicants present new claims, Applicants should clearly identify where support can be found in 
the disclosure. 

Any inquiry concerning this communication or earlier communications from the 
Examiner should be directed to Jeff Lundgren whose telephone number is 571-272-5541. The 
Examiner can normally be reached from 7:00 AM to 5:30 PM. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



/Jeffrey S. Lundgren/ 

Supervisory Patent Examiner, Art Unit 1629 



